1-48. 



(Canceled) 



4 9. (Currently Amended) A method for treating or preventing a 
disease characterized by beta-amyloid deposits in the brain 
comprising administering to a patient an effective therapeutic 
amount of a hydroxyethylene compound of the formula 



(I) Ci-Cg aikyl, unsubstituted or substituted with one, 
two or three C1-C3 alkyl, -F, -CI, -Br, -I, -OH, - 
NH2, -C=N, -CF3, or -N3, 

(II) -(CH2)i-2-S-CH3, 

(III) -CH2-CH2-S-CH3, 

{IV) -CH2-(C2-C6 alkenyl) unsubstituted or substituted 



(V) - (CHz) 0-3- (Ri-aryi) where Ri-aryi is phenyl, 1- 
naphthyl, 2-naphthyl, indanyl, indenyl, 
dihydronaphthyl, tetralinyl unsubstituted or 
substituted on the aryl ring with one or two of 
the following substituents which can be the same or 
different: 

(A) C1-C3 aikyl, 

(B) -CF3r 

(C) -F, CI, -Br and -I, 




{XII) 



where Ri is: 



by one -F, 
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»> 

(D) Cx-C3 alkoxy, 

(E) -O-CF3, 

(G) -OH, or 

(H) -C=N, 

(VI) - (CH2) ni- (Ri-heceroaryi) where Hi is 0, 1, 2, or 3 and 

^^l-heteroaryl IS: 

(A) pyridinyl, 

(B) pyrimidinyl, 

(C) quinolinyl, 

(D) indenyl, 

(E) indanyl, 

(F) benzothiophenyl, 

(G) indolyl, 

(H) indolinyl, 

(I) pyridazinyl, 
(J) pyrazinyl, 
(K) isoindolyl, 
(L) isoquinolyl, 
(M) quinazolinyi, 
(N) quinoxalinyl, 
(0) phthalazinyl, 
(P) imidazolyl, 
(Q) isoxazolyl, 
(R) pyrazolyl, 
(S) oxazolyl, 

(T) thiazolylr 

(U) indolizinylr 

{V) indazolyl, 

(W) benzothiazolyl, 

( X ) benzimida zolyl t 
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(Y) 


benzof uranyl, 


(Z) 


furanyi. 


(AA) 


thienyl. 


(BB) 


pyrrol yl^ 


(CC) 


oxadiazolyl. 


(DD) 


thiadiazolyl^ 


(EE) 


triazolyl. 


(FF) 


tetrazolylf 


(GG) 


1/ 4-benzodioxan 


(HH) 


purinyl. 


(II) 


oxazolopyridinyl. 


(JJ) 


imidazopyridinyl , 


(KK) 


isothiazolyl. 


(LL) 


naphthyridinyl. 


(MM) 


cinnolinyl. 


(NN) 


carbazolyl. 


(00) 


p-carbolinyl^ 


(PP) 


isochromanyl^ 


(QQ) 


chromanyl. 


(RR) 


f urazanyl^ 


(SS) 


tetrahydroisoquinoline, 


(TT) 


isoindolinyl, 


(UU) 


isobenzotetrahydrof uranyl , 


(VV) 


isobenzotetrahydrothienyl , 


(WW) 


isobenzothiophenyl^ 


(XX) 


benzoxazoiyl^ or 


(YY) 


pyridopyridinyl. 



where the Ri-heteroaryi group is bonded to -(CH2)o-3~ by any ring atom 
of the parent RN-heteroaryi group substituted by hydrogen such that 
the new bond to the Ri^heteroaryi group replaces the hydrogen atom 
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and its bond, where heteroaryl is unsubstituted or substituted 
with one or two: 

(1) C1-C3 alkyl, 

(2) -CF3, 

(3) -F, CI, -Br, or -I, 

(4) C1-C3 alkoxy, 

(5) -O-CF3, 
(6) 

(7) -OH, or 

(8) -C=N, 

with the proviso that when ni is zero Ri-heteroaryi is not bonded to 
the carbon chain by nitrogen, or 

(VII) -(CH2)ni-(Ri heterocycle 

) where ni is as defined above 

and 

Rl^heterocycle IS t 

(A) morpholinyl, 

(B) thiomorpholinyl, 

(C) thiomorpholinyl S-oxide, 

(D) thiomorpholinyl S,S-dioxide, 

(E) piperazinyl, 

(F) homopiperazinyl, 

(G) pyrrolidinyl, 

(H) pyrrolinyl, 

( I ) tet rahydropyranyl , 
(J) piperidinyl, 

(K) tetrahydrofuranyl, or 

(L) tetrahydrothiophenyl, 
where the Ri-heterocycie group is bonded by any atom of the parent 
Ri-heterocycie group substltuted by hydrogen such that the new bond 
to the Ri-heteroaryi gi^oup replaces the hydrogen atom and its bond, 
where heterocycle is unsubstituted or substituted with one or 
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two : 

(!) =0, 

(2) Ci-Ca alkyl, 

(3) -CF3, 

(4) -F, CI, -Br and -I, 

(5) C1-C3 aikoxy, 

(6) -0-CF3, 

(7) -NH2, 

(8) -OH, or 

(9) -C=N, 

with the proviso that when ni is zero Ri-heterocycie is not bonded to 
the carbon chain by nitrogen; 
where R2 is: 

(I) -H, 

(II) Ci-Ce alkyl, or 

(III) -(CH2)o-4-R2-i Where R2-1 is (C3-C6) cycloalkyl, Ri- 

aryl or Ri-heteroaryi where Ri-aryl and Rl-het*roaryl are aS 

defined above, 
where Ro is : 

(I) Rn-1-Xn' where Xn is: 

(A) -CO-, 

(B) -SO2-, 

(C) -(CR'R")i-6 where R' and R" are the same or 
different and are -H or C1-C4 alkyl, 

(D) -CO* {CR'R")i-6-Xn.i where Xn-i is -0-, -S- and - 
NR'R"- and where R' and R" are as defined 
above, 

(E) a single bond; 
where Rn-i is : 

(A) RN-aryi where Rw-aryi Is phenyl, 1-naphthyl and 

2-naphthyl unsubstituted or substituted with 
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one, two, three or four of the following 
substituents which can be the same or different 
and are: 

(1) Ci-Ce alkyl, 

(2) -F, -Ci, -Br, or -I, 

(3) -OH, 

(4) -NO2, 

(5) -CO-OH, 

(6) -C=N, 

(7) -CO-NRn-2Rn-3 where Rn-z ari<^ are the 
same or different and are: 

(a) -H, 

(b) -Ci-Ce alkyl unsubstituted or 
substituted with one 

(i) -OH, or 

(ii) -NH2, 

(c) -Ci-Ce alkyl unsubstituted or 
substituted with one to three -F, - 
CI, -Br, or -I, 

(d) -C3-C7 cycloalkyl, 

(e) -(C1-C2 alkyl )-(C3-C7 cycloalkyl) , 

(f) -{Ci-Ce alkyl) -0-(Ci-C3 alkyl), 

(g) -Ci-Ce alkenyl with one or two 

double bonds ^ 

(h) -Ci-Ce alkynyl with one or two 

triple bonds^ 

(i) -Ci-Ce alkyl chain with one double 
bond and one triple bond, 

(j) -Ri-aryi where Ri-aryi is 35 defined 

above, or 
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(k) -Ri-heteroaryl Where Ri-heteroaryl is as 

defined above, 

(8) -C0-{C3-Ci2 alkyl), 

(9) -CO-(C3-C6 cycloalkyl), 

(10) -CO-Ri_heteroaryl where Ri-heteroaryl iS as 

defined above, 

(11) ~CO-Ri_heterocycle where Ri-heterocycle IS aS 

defined above, 

{12} -CO-Rn-4 where. Rn,4 is morpholinyl, 

thiomorpholinyl , piperaz inyl , piperidinyl 
or pyrrolidinyl where each group is 
unsubstituted or substituted with one or 
two C1-C3 alkyl, 

(13) -CO-O-Rn-5 where Rn-s is: 

(a) Ci-Cg alkyl, or 

(b) - (CH2) 0-2- (Ri-aryi) where Ri-aryi is as 
defined above r 

(14) -SO2-NRN-2RN-3 where Rn-2 and Rn-3 are as 
defined above, 

(15) -SO-ICi-Ca aikyl) , 

(16) -S02-(C3-Ci2 alkyl), 

(17) -NH-CO-O-Rn-5 where Rn-5 is as defined 

above, 

(18) -NH-C0-N<Ci-C3 alkyl)2r 

(19) -N-CS-N(Ci-C3 alkyl)2; 

(20) -N(Ci-C3 alkyl) -CO-Rk-5 where Rn-s is as 
defined above, 

(21) -NRn-2Rn-3 where Rn-2 and Rn-b can be the 
same or different and are as defined 
above, 

(22) 'Rn-4 where Rn-4 is as defined above, 
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(23) -0-CO-{Ci-C6 alkyl), 

(24) -0-C0-N(Ci-C3 alkyl) 2, 

(25) -0-CS-N(Ci-C3 alkyl) 2, 

(26) -0-(Ci-C6 alkyl) , 

(27) -0-(C2-C5 alkyl) -COOH, 

(28) -S-(Ci-C6 alkyl) , 

(29) Ci-Ce alkyl urisubstituted or substituted 
with 1, 2, 3, 4, or 5 -F, 

(30) -O- (Ci-Ce alkyl unsubstituted or 
substituted with 1, 2, 3, 4, or 5 -F, or 

(31) -0-4), 

(B) -RN-heteroacyl where RN-heteroaryl is ; 



(A) 


pyridinyl, 


(B) 


pyrimidinyi. 


(C) 


quinolinyl. 


(D) 


indenyl , 


(E) 


indanyl. 


(F) 


benzothiophenyl , 


(G) 


indolyl, 


(H) 


indolinyl/ 


(I) 


pyridazinyl, 


(J) 


pyrazinyl, 


(K) 


isoindolyl. 


(L) 


isoquinolyl. 


{M) 


quinazolinyl/ 


(N) 


quinoxalinyl, 


(0) 


phthalazinyl, 


(P) 


imidazolyl. 


(Q) 


isoxazolyl/ 


(R) 


pyrazolyl, 


(S) 


oxazolyl^ 
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(T) 


thiazolyl, 


(U) 


indolizinyl, 


(V) 


indazolyl. 


(W) 


benzothiazolyl. 


(X) 


benzimidazolyl. 


(Y) 


benzof uranyl^ 


(Z) 


furanyl, 


(AA) 


thienyl, 


(BB) 


pyrrolyl, 


(CC) 


oxadiazolyl. 


(DD) 


thiadiazoiyl, 


(EE) 


triazoiyl. 


(FF) 


tetrazolyi. 


(GG) 


1, 4-benzodioxan 


(HH) 


purinyl. 


(II) 


oxazolopyridinyl , 


(JJ) 


imidazopyridinyl/ 


(KK) 


isothiazolyl, 


(LL) 


naphthyridinyl. 


(MM) 


cinnolinyi. 


(NN) 


carbazolyl, 


(00) 


p-carbolinyl. 


(PP] 


isochromanyl, 


(QQ] 


chromanyl, 


{RRl 


f urazanyl, 


(SS) 


tetrahydroisoquinoline. 


{TT 


) isoindoiinyl. 


(UU 


) isobenzotetrahydrof uranyl. 


(W 


isobenzotetrahydrothienyl. 


(WW 


isobenzothiophenyl , 


{XX. 


benzoxazolyl/ or 
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(YY) pyridopyridinyl, 
where the RN-heteroaryi group is bonded by any atom of the parent Rn- 
heteroaryi group substituted by hydrogen such that the new bond to 
the RN-hetecoacyi group replaces the hydrogen atom and its bond, 
where heteroaryl is unsubstituted or substituted with one or 
two; 

(1) Ci-Cg alkyl, 

(2) -F, -CI, -Br, or - I, 

(3) -OH, 
(4) 

(5) -CO-OH, 

(6) -C=N, 

(7) -CO-NRn-2Rn-3 where Rn-2 and Rn^3 are 
the same or different and are: 

(a) -H, 

(b) -Ci-Ce alkyl unsubstituted or 
substituted with one 

(i) -OH, or 

(ii) -NH2, 

(c) -Ci-Ce alkyl unsubstituted or 
substituted with 1, 2, or 3 -F, 
-CI, -Br, or -I, 

(d) -C3-C7 cycloalkyl, 
(e -(C1-C2 alkyl) -{C3-C7 

cycloalkyl), 

(f) -(Ci-Ce alkyl) -0-{Ci-C3 alkyl), 

(g) -C1-C6 alkenyl with one or two 
double bonds, 

(h) -Ci-Ce alkynyl with one or two 
triple bonds. 
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(i) -Ci-Cg alkyl chain with one 
double bond and one triple bond, 

(j) -Ri-aryi Where Ri-aryl is ^3 

defined above, or 

(k) -Ri-heteroaryl where Ri-heteroaryl iS 

as defined above, 

(8) -CO-{C3-Ci2 alkyl) , 

(9) -CO-{C3-C6 cycloalkyl) , 

{10) -CO-Ri_heteroaryl WherS Rl-heteroaryl iS 

as defined above, 

(11) 'CO-Ri-heterocycle where Rl-heterocycle iS 

as defined above, 

(12) -CO-Rn-4 where Rn-4 is morphoiinyl, 
thiomorpholinyl, piperazinyl, 
piperidinyl or pyrroiidinyl where 
each group is unsubstituted or 
substituted with one or two C1-C3 
alkyl, 

(13) -CO-O-Rn-5 where R^-s is: 

(a) Ci-Ce alkyl, or . 

(b) - (CH2) 0-2" (Ri-aryi) where Ri-aryi is 
as defined above, 

(14) -SO2-NRN-2RN-3 where Rn-2 and Rn-3 are 
as defined above, 

(15) -S0-{Ci-C8 alkyl), 

(16) -S02-(C3-Ci2 alkyl), 

(17) -NH"C0-0-Rn.5 where R^.s is as 
defined above, 

(18) -NH"C0"N(Ci-C3 alkyl)2, 

(19) 'N"CS-N(Ci-C3 alkyl) 2, 
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above. 



defined above, 

above, 

above, 

defined above, 
defined above, 
above. 



(20) -N(Ci-C3 alkyl) -CO-Rn-5 where Rn-s is 
as defined above, 

(21) -NRn-2Rn-3 where R^^z ^^<i ^n-^ can be 
the same or different and are as 
defined above, 

(22) -Rn-4 where Rn-4 is as defined 

(23) -0-C0-(Ci"C6 alkyl) , 

(24) -0-C0"N(Ci-C3 alkyl) 2, 

(25) -0-CS-N(Ci-C3 alkyl)2, 

(26) -0-(Ci-C6 alkyl), 

(27) -0-(C2-C5 alkyl) -COOH, or 

(28) -S-(Ci-C6 alkyl) , 

(C) -Rw-aryi-RN-aryi Where -RK-aryl is as defined above, 

(D) -Ru-aryl'RN-heterodxyl where "Rw-aryl and "RN-heteroaryl 

are as defined above, 

(E) -RN-heteroaryl*RK-aryl where "RH-aryl 3nd "Rii-heteroaryl 

are as defined above, 

(F) -RN-heteroaryl-RN-heteroaryl where Rw-heteroaryl is aS 

(G) -RN-aryi-O-Rw-aryi whero -RN-aryl Is 85 defined 

(H) -RN-aryi-S-RN-aryl Where -RN-aryl is as defined 

(I) -RN-heteroaryX~0-RN-heteroaryl where Rw-heteroaryl iS aS 
(J) -RN-heteroaryl~S-RH-heteroaryl whsre RN-heteroaryl iS 35 

(K) -RN-aryi-CO-RN-aryl where -Rw-aryi is as defined 
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(L) f^N-aryl^CO-Ru-heteroaryl where -Rw-aryl and RN-heteroaryi 

are as defined above, 
(M) -RK-aryi-SOz-Rw-aryi where -Rig^aryi is defined 

above, 

(N) -RN-heteroaryl-CO-RN-hetero«ryl where RN-heteroaryl as 

defined above, 

(O) -RN-heteroaryl~S02-RN-heteroaryl where RN-heteroaryl is aS 

defined above, 
(P) -^N-aryi-O- (Ci-Cs alkyl)-<}) where Rw-aryi is as 

defined above, 

(Q) -RN-aryi-S- (Ci-Cfi alkyl)-<J) where Rja-aryi is as 

defined above, 

(R) ~RN-heteroaryl~ 0-(Ci-C8 alkyl)-4) where Ru-heteroaryl 

is as defined above, or 

(S) -RN-heteroaryl-S- (Ci-Ce alkyl)-<|> Where RN-heteroaryl 

is as defined above, 



(II) A-Xn- where is -CO-, 

wherein A is 

(A) -T-E-(Q)^^, 

(1) where -T is 




where 

(a) X =1 when y = 1 and x = 2 when y = 

0, 

(b) m is 0, 1, 2 or 3, 



15 

HcDonnoll Boohnon HuXbort fi Bdrghoff LLP 
300 S. wacker Drivo 
Chicago, IL 60606 
(312) 913-0001 



(c) the values of x and y vary 
independently on each carbon when m 
is 2 and 3^ and 

(d) R' ' ' varies independently on each 
carbon and is H, (Cj-Cz') alkyl, 
phenyl, or phenyl (C1-C3) alkyl; 



(2) -E is 

(a) C1-C5 alkyl, but only if m' does not 

equal 0, 

(b) methyl thioxy {C2-C4) alkyl , 

ic) an aryl group having 5 to 7 atoms 
when monocyclic or having 8 to 12 atoms 
when fused, 

(d) a heterocyclic group having 5 to 7 
atoms when monocyclic or having 8 to 12 
atoms when fused, 

(e) a mono or fused ring cycloalkyl 
group having 5 to 10 carbon atoms, 

(f) biphenyl, 

(g) diphenyl ether, 

(h) diphenyl ketone, 

(i) phenyl (Ci-Cs) alkyloxyphenyl, or 
(j) Ci-Ce alkoxy; 

(3) -Q is 

(a) C1-C3 alkyl, 

(b) C1-C3 alkoxy, 

(c) C1-C3 alkylthioxy, 

(d) Ci-Ce alkylacylamino, 

(e) Ci-Ce alkylacyloxy. 
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(f) amido {including primary^ Ci-Ce 
alkyi and phenyl secondary and 
tertiary amino moieties), 

(g) Ci-Ce alkylamino 

(h) phenylamino, 

(i) carbamyl (including C1-C6 alkyl and 
phenyl amides and esters), 

(j) carboxyl (including Ci-Ce alkyl and 

phenyl esters) , 
(k) carboxy (C2-C5) alkoxy, 
( 1) carboxy (C2-C5) alkyl thioxy, 
(m) heterocyclylacyl, 
(n) heteroarylacyl, or 
(o) hydroxyl; 



(B) -E(Q)m" wherein E and -Q are as defined as 
above and m" is 0, 1, 2^ or 3; 

(C) -T-E wherein -E and -Q are as defined as 
above; or 

(D) -E wherein -E is as defined as above; 

(III) -CO- (C1-C6 alkyl) where alkyl is unsubstituted or 
substituted with one or two: 

(A) -OH, 

(B) -Ci-Ce alkoxy, 

(C) -Ci-Ce thioalkoxy,, 

(D) -CO-O-Rn-a where Rw-a is -H, Ci-Cg alkyl or -<|), 

(E) -CO-NRn_2Rn.3 where Rn-2 and Rn-3 are the same or 
different and are as defined above, 

(F) -CO-Rn-4 where Rn-4 is as defined above, 

(G) -S02-(Ci-C8 alkyl) , 
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(H) -SO2-NRW-2RN-3 where Rn-2 and Rn-3 the same or 

different and are as defined above, 
{I> -NH-C0-(Ci-C6 alkyl), 

(J) -NH-CO-O-Rn-b where R^-q is as defined above, 
(K) -NRn-2Rn-3 where Rn-2 and Rn-3 are the same or 

different and are as defined above, 
(L) -Rn-4 where Rn-4 is as defined above, 
(M) -0-C0-(Ci-C6 aikyl) , 

(N) -0-CO-NRn-8Rn-8 where the Rn-8 is the same or 
different and are as defined above, or 

(0) -0-(Ci-C5 alkyl)-COOH, 

{IV) -C0-'(Ci-C3 alkyl)-0-(Ci-C3 alkyl) where alkyl is 
unsubstituted or substituted with one or two 

(A) -OH, 

(B) "Ci-Ce aikoxy, 

(C) -Ci-Cs thioalkoxy, 

(D) -CO-O-Rn-8 where Rs-a is -H, Ci-Ce alkyl or -<t), 

(E) -CO-NRn-2Rn-3 where Rn-2 and Rn-3 are the same or 
different and are as defined above, 

(F) -CO-Rij-4 where is as defined above, 

(G) -S02-(Ci-C8 alkyl) , 

(H) -SO2-NRN-2RN-3 where Rn-2 and Rn-s are the same or 
different and are as defined above, 

(1) -NH-C0-{Ci-C6 alkyl), 

(J) -NH-CO-O-Rn-8 where Rn-8 is as defined above, 
(K) -NRn-2Rn-3 where Rn-2 and Rn-b are the same or 

different and are as defined above, 
(L) -Rn-4 where Rn-4 is as defined above, 
(M) (Ci-Ce alkyl) , 

(N) -O-CO-NRN-sRw-e where the Rn-8 are the same or 
different and are as defined above, or 
18 
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{O) -0-(Ci-C5 alkyl)-COOH, 

(V) -CO- {C1-C3 alkyi)-S- (C1-C3 aikyl) where alkyl is 
unsubstituted or substituted with one or two 

(A) -OH, 

(B) -Ci-Ce alkoxy, 

(C) -Ci-Cg thioalkoxy, 

(D) -CO-O-Rn-8 where Rn^s is -H, Ci-Cg alkyl or -<|), 

(E) -CO-NRn-2Rn-3 where Rn-2 and are the same or 
different and are as defined above, 

(F) -CO-Rn-4 where Rn-^ is as defined above ^ 

(G) 'S02-(Ci-Cb alkyl) , 

(H) -SO2-NRN-2RN-3 where Rn-2 and Rn-b are the same or 
different and are as defined above, 

(I) -NH-CO- {Ci-Ce alkyl), 

(J) -NH-CO-O-RN-e where Rn-8 is as defined above, 
(K) -NRn-2Rn-3 where Rn-2 and Rk-3 are the same or 

different and are as defined above, 
(L) -Rn-4 where Rn.4 is as defined above, 
(M) -0-C0-{Ci-C6 alkyl), 

(N) -0-CO-NRn-8Rn-8 where the Rn-e are the same or 

different and are as defined above, or 
(O) -0-{Ci-C5 alkyl) "COOH, 

(VI) -CO-CH (- {CH2)o-2"0-Rn-1o) " (CH2) O-a-Rw-aryl/Rw-heteroaryl) 

Where Ru-aryi and RN-heteroaryi are as defined above, 
where Rn-io is: 

(A) -H, 

(B) C1-C6 alkyl, 

(C) C3-C7 cycloalkyl, 

(D) C2-C6 alkenyl with one double bond, 

(E) C2-C6 alkynyl with one triple bond, 

(F) Ri-aryi where Ri-aryi is as defined above, or 
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(G) RN-heteroaryl where Ru-heteroaryl is 33 defined 

above; 

where B is -0-, -NH-, or -N(Ci-C6 alkyl)-; 
where Rc is: 

4i-^ — -*-fGj,^j^ ) alkyl - Kj ^ in which! 

fA^ — the Qllcyl chain io unoubotitutcd or 

oubotitutod with one — 

4B-) — the allcyl chain io unoubotitutcd or 

oubotitutcd with one C^ — alkoxy unoubotitutcd 
or oubotitutod with 1 - 5 — fV 

— the alkyl chain io unoubotitutcd or 

oubotitutod with one — 9-^7 

(-W — the Qlkyl chain io unoubotitutcd or 

oubotitutod v^ith 1 — § F7- 

-fB^ — the olkyl chain io unoubotitutcd or 

oubotitutcd with a combination of up to ■ three 
atomo ' of ■ oxygen and oulfur - oach ouch atom 
replacing one carbon/ 
-(-R — each K io! 

(1) n, 

■ f^^^^-0 ^ olkyl, 

(3) C ^-G ^ alkoxy; 

(4) C^ -^a alkylthioxy; 

(-&^ — G^-g-^ alkylacylaminoy 

(-6^ — G^-€r ^ olkylacyloxy/ 

— amido 
+8-) — G^-G^ alkylamino 
-f&^ — phonylamino/ 
(10) carbamyl 
-{4rH — carboxyl 
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(12) — carboxy (C^ -^^ ) Qlkoxy; 

(13) oarboxy (C^ - C5) Qlkyltliioxy> 

(14 ) — hotozocyolylDoyl/ 

(15) — hctcroQrylQoylf 

(16) amino unoubotitutcd or oubotitutcd 
with C4 -€ « Qllcyl, 

(17 ) — hydroxyl;. — e*^ 

43rB-) — carboxyl methyl cater; 
( - II - ) — f€Hg-^0^- J - [ ( - (CHff fo-a-j^.i ^ whore K io qo dofinod 
above and J io! 

-iA) — Q 5 to 7 Qtom monoGycliG aryl groups 

(-ft^ — Q 8 to 12 atom multicyclic aryl group^ 

icGj — 0 5 to 7 atom hctcrocyGlic group/ 



groupy — 



— Q 8 to 12 atom multioycliG hGterooyclio 

-fB^ — 0 5 to 10 atom monoGyolic or multicyoliG 
oyoloalkyl group; 



( ■ Ill) ' - (CH2) 0-3" {C3-C7) cycloalkyl where cycioalkyl can 

be unsubstituted or substituted with one/ two or 
three 

(A) C1-C3 alkyl unsubstituted or substituted with 
1, 2, 3, or 4 -F, 

-CI, -Br, or -I, 

(B) -CO-OH, 

(C) -C0-0-(Ci-C4 alkyl), 

(D) -OH, or 

(E) Ci-Ce aikoxy, 
(IV) (CH iL-)-^-«-OHr 

^9Rs-HRG^-ffr-4- fic - aryi whoro R fr ^ and R^ - y arc — M, C ^^-G^ 

alkyl and 4> - — and Rc - aryi iQ the oamo ao RN - ar y i T" 
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fV^^ f^tt^i-^- ^ hetocoacyl where R 

— — pyridinyl, 

— ^ — pyrimidinyl/ 

fG^ — quinolinyl^ 

— • — indcnyly 

ffi-) — indanyl^ 

— benzothiophcnyl, 

■ (-G^ — indolyl; 

(4f) — indolinylf 

— pyridazinyl, 

ir^ — pyrazinyl, 

— — iooindolyl> 

— iooquinolyl/ 

m — quinQ2olinyly 

(-W^^ — quinoxalinyl/ 

(0) phthalQEinyl, 

— iDoxozolyl/ 

^ — pyraaolyl^ 

H^-) — indolizinyl^ 

(-&^ — indagolyly 

(44 — bongothiaaolyl/ 

■ — bGngimidagolyl^ 

(-V^ — benzof uranyl/ 

W — f uronyl , 

(X) thicnyl, 

— — pyrrolyly 

(-&^ — oxadiasoly - i - y 

fAA-) — thiadiozolyl^ 

■ (DD) triaEolyl, 

■ (CC) tetrQEolyl, 

(-9©-) — i-7 — 4 beneodioxQn 
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— — f-Bfr) — purinyl; 

— (FF) 03(agolopyriciinyly 

— ( CC ) imidazopyr idinyl / 

(HH) ioothiQEolyl^ 

tii-) — naphthyridinyl ^ 

(t?t5-) — cinnolinyl^ 

^ixix^ — oarbasolyl/ 

(LL) p - CQxboIinyl/ 

fM^f) — ioochromanyly 

fWH — Qhromonyl/ 

^QQ) — f urasanyl/ 

fW4 — tctrahydroiooquinolinc/ 

— fQ$^ — iooindolinyl, 

— (4^^^-) — iaobGnzotctrahydrof uranyl , 

H&S-) — ioobcnzotctrahydrothicnyl/ 

— f^F54 — loobcnzothiophGnyl / 

(UU) bcnzoxQgolyl,^ or 

(W) pyridopyridinyl^ 

(VII ) -fetfaj-^-^ c hotcrooyoio whcrc Re hctorooyQio ip tho oamc 

a-S — fii hctorooyclo 7~ 

( VIII) G-tf^-HB ^) CO mi R g- ^ where R^^^ and R^ -^she^ 

the oamc or different and ore: 

W \h- 

tB-) G^-€ ^ alkyly 

(C) - (C j,-G4 -alkyI) - Rcf - aryi v^horo Rc^ aryi do 

defined above for 

Rx - arylT " 

i-B) (-Gj,-€--4 -Qlkyl) - Rc i -hotoroaryl wherc Pc hctcroagyl io QO 

defined obove, ^ 

f^^-G4- alkyl) - Rc - hctcrooyQlo whore He hctorooyolo- ^ 

QO defined above/ 
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-t^4 — - ^Q hctcroaryl Whcrc-R g 



above/ 



above / 



io ao defined 

■hctcgooyclo — — — dcf ITlCd 

teH54-4-^-^H7r 



&~r — NH - or 



and v^hcrc io! 
fA^ 



^GHg-f j^"fi&,4~f^a-)-^- ficr Qgyi whore R^ -nee — G-r- 

■ NHRe -4' — where R^ ^^ io Qlkyl/ and whore 

fic^ aryi io aQ defined abovo^ 

-{tW J^&-4 — ("GH^>-4^4— Rc - hotQiroaryi whcrc and 

fi c - hotoroaryi Qro cxo dofincd abovo/ — e^^ , 

-ffH - fic^ - aryl WhorC Rgf ar y l IG dofincd QbOVO , 



-4*^ 9^-G4 allcyl, 



■fG^^ — - ^c^-aryi whoro Rcf - aryl 10 QO defined above / 



■{•&■) Re hotoroaryl WhorO Rc - hctcroaryl 10 QO dof incd 



above, 



Rt 



io as defined 



above, 



defined above^ 



-fP^ fG^-€ 4 qlkyl) ■ Rc^ - aryi whore Rgt aryr 



io 00 



(Cj, C4 alkyl) — Rc hctcrooryi whoro Rc hctcgoQ gy i iQ gQ 

defined abovo^ or 

^j:-G4 alkyl) — Rc hctcrocyclc whcrc ~ Rc hotorooyclc — 



Qo def mcd — Qbove / 



-H^ CII(<t))^ T 



^ — cyolopcntyl—or — oyolohcxyl ring - fuood to - a phenyl 

or hoterooryl ring v^horo hotoroaryl io no defined 
above and phenyl and hotoroaryl are unoubotitutod 
or oubotitutcd with oncy — two or three; 
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(A) C^ -G^ alkyl/ 

m ^^-r 

(^^ — F, Cl> — Br and — 

alkoxy, 

m GGFax 

m- — Wtt^T 

^G^ 011/ or 

m — 

Rf^H GH ^ CnCH; 

fJ^M-) ^a^^-€Hfi^— f^f^ <t> where rW -^-irS^ 

-fA^ 0 1 1/ or . 

— (D) Cll^ -Ofk- 

(XIII) CH( ^) CO QiC^ -Ga alkyl); 

R*V^ CII( CIl ^ Oil) CII( Oil) 4) NO s'^ 

e^H^i-^ ■ 0 - (Ci\ ;i^grmr 

RW^^ Gtf a Nil CII ; ^ CIK O CIIa -9^a-)-a-^ 

(XVII) f^^-€« ) alkynyl) or 

(XVIII) — H-^ or a pharmaceutically acceptable salt 

thereof, 

50. (Original) The method of claim 49, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about O.lnM to about 200^M. 

51. (Original) The method of claim 50, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about lOnM to about lOOjiM. 
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52. (Original) The method of claim 51, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about lOOnM to about SO^iM. 

53. (Original) The method of claim 52, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about IjiM to about 10p,M. 

54. (Currently Amended) The method of claim 49, wherein said 
thcrcapcutic therapeutic amount is in the range of from about 
0.1 to about 1000 mg/day. 

55. (Currently Amended) The method of claim 4 9, wherein said 
thcrcapoutic therapeutic amount is in the range of from about 15 
to about 1500 mg/day, 

56. (Currently Amended) The method of claim 55, wherein said 
thcrcapoutic therapeutic amount is in the range of from about 1 
to about 100 mg/day, 

57. (Currently Amended) The method of claim 56, wherein said 
thorcapcutic therapeutic amount is in the range of from about 5 
to about 50 mg/day. 

58. (Original) The method of claim 49, wherein said disease is 
Alzheimer's disease. 

59. (Currently Amended) The method of claim 4 9, wherein said 
disease is Mild Cognitive Impairment, Down's Syndrome, or 
Hereditary Cerebral Hcmmorrhago Hemorrhage with Amyloidosis of 
the Dutch Type. 

26 

McDonAdll Boehnen Hulbect & Bdrghoff LLP 
30O S. Wacker Driv* 
Chicago, IL 60606 
(312) 913-0001 



93 



(Canceled) 




(New) A method according to claim 4 9, wherein the 



compound is 

N- [ (IS, 2S, 4R) -1- (3, 5-Difluorobenzyl) -4- {syn, syn) - (3, 5 
dimethoxycyclohexylcarbamoyl) -2-hydroxyhexyl] -N^N- 
dipropyl isopha thai amide; 

N- [4- (R) - (Cyciohexylmethyl-carbamoyl) -1- {S) - (3, 5-dif luoro- 
benzyl) -2- (5) -hydroxy-hexyl] -N,Z\?-dipropyl-isophthalamide; 

4 - ( [6- (3, 5-Dif luoro-phenyl) -5- (S) - {3-dipropylcarbamoyl- 
benzoylamino) -2- (R) -ethyl-4- (5) -hydroxy-hexanoylamino] -methyl) - 
cyclohexanecarboxylic acid methyl ester; 

4- {anti} - ( {6- (3, 5-Dif luoro-phenyl ) -5- (S) - (3-dipropylcarbamoyl 
benzoylamino) -2- (R) -ethyl-4- ( 5) -hydroxy-hexanoylamino] -methyl) - 
cyclohexanecarboxylic acid; 

4- (anti) - ([ 6- (3, 5-Dif luoro-phenyl) -5- (S) - (3-dipropylcarbamoyl 
benzoylamino) -4- (S) -hydroxy-2- [R) -methyl-hexanoylamino] -methyl) - 
cyclohexanecarboxylic acid; 

4- {anti] - ( ( 6- (3, 5-Dif luoro-phenyl) -5- (S) - (3-dipropylcarbamoyl 
benzoylamino) -4- (S) -hydroxy-2- [R) -propyl-hexanoylamino] -methyl) - 
cyclohexanecarboxylic acid; 

4- (anti) - {[ 6- (3, 5-Dif luoro-phenyl ) -5- (5) - (3-dipropyicarbamoyl 
benzoylamino) -4- (S) -hydroxyl-2- (R) -isobutyl-hexanoylamino] - 
methyl) -cyclohexanecarboxylic acid; 

4- (anti) - { [6- (3, 5-Dif luoro-phenyl) -5- (S) - (3-dipropylcarbamoyi 
benzoylamino) -4- (S) -hydroxy-hexanoylamino] -methyl) - 
cyclohexanecarboxylic acid; 

4- (anti) - ( (2- (i?) -Ben2yl-6- (3, 5-dif luoro-phenyl) -5- (S) - (3- 
dipropylcarbamoyl-benzoylamino) -4- (S) --hydroxy-hexanoylamino] - 
methyl) -cyclohexanecarboxylic acid; 
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4- {anti) - ( [6- (3, 5-Dif luoro-phenyl ) -5- (S) - {S-dipropylcarbaxnoyl- 
5-methyl-benzoylamino) -2- (R) -ethyl-4- (S) -hydroxy-hexanoylamino] - 
methyl) -cyclohexanecarboxylic acid; 

4- (anti) - { ( 6- (3, 5-Dif luoro-phenyl) -5- (S) - (3-dipropylcarbamoyl- 
S-methyl-benzoylamino) -2- {R) -ethyl -4- (S) -hydroxy-hexanoylamino] - 
methyl ) -cyclohexanecarboxylic acid methyl ester; 

4- (anti) -{ [6- (3, 5-Dif luorophenyl) -5-(S) - (3- 
dipropylcarbamoylbenzoylamino) -2- {R) -ethyl-4- (S) - 
hydroxyhexanoylamino] -methyl } cyclohexanecarboxylic acid; 

N- [ (IS, 25, 4R) -1- (3, 5-Difluorobenzyl) -4- {syn, syn) -(3,5- 
dimethoxycyclohexylcarbamoyl) -2-hydroxyhexyl] -N^N- 
dipropylisophathalamide; or 

A7- [4- (H) - (Adamantan-2-ylcarbamoyl) -1- (S) - (3, 5-dif luoro- 
benzyl) -2- (S) -hydroxy-pentyl] -5-methyl-W;.iV-dipropyl- 
i sophthalamide . 

Jr0tr. (New) A method for treating Mild Cognitive Impairment^ 
Down's Syndrome, or Hereditary Cerebral Hemorrhage with 
Amyloidosis of the Dutch Type comprising administering an 
effective amount of the formula 

R, O 




OH Rj (XII) 

where Ri is: 

(I) Ci-Ce alkylr unsubstituted or substituted with one, 
two or three Cj-Cs alkyl, -F, -CI, -Br, -I, -OH, - 
NH2/ -C=N, -CF3, or -N3/ 

(II) -{CH2)i-2-S-CH3, 
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(III) -CH2-CH2-S-CH3, 

(IV) -CH2-(C2-Ce alkenyl) unsubstituted or substituted 

by one -F, 

(V) - (CH2)o-3- (Ri-acyi) where Ri-aryi is phenyl, 1- 
naphthyl, 2-naphthyl, indanyl, indenyi, 
dihydronaphthyi, tetralinyl unsubstituted or 
substituted on the aryl ring with one or two of 
the following substituents which can be the same or 
different: 

(A) C1-C3 alkyi, 

(B) -CF3, 

(C) -F, CI, -Br and -I, 

(D) Ci-C3 alkoxy, 

(E) -O-CF3, 

(F) -NH2. 

(G) -OH, or 

(H) -C^N, 

(VI) -<CH2)ni- (Ri-heteroaryi) where ni is 0, 1, 2, or 3 and 

f^l-heteroaryl IS : 

(A) pyridinyl, 

(B) pyrimidinyl, 

(C) quinolinyl, 

(D) indenyl, 

(E) indanyi, 

(F) benzothiophenyl, 

(G) indolyl, 

(H) indolinyl, 

(I) pyridazinyl, 
(J) pyrazinyl, 
(K) isoindolyl, 
(L) isoquinolyl, 
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(M) 


quinazolinyl. 


W 


quinoxalinyl. 


(0) 


phthalazinyl, 


(P) 


imidazolyl. 


(Q) 


isoxazolyl. 


(R) 


pyrazolyl , 


(S) 


oxazolyl. 


(T) 


thiazolyl/ 


(U) 


indolizinyl, 


(V) 


indazolylr 


(W) 


benzo thiazolyl. 


(X) 


benzimidazolyl , 


(Y) 


benzofuranyl. 


(Z) 


f uranyl, 


(AA) 


thienyl, 


(BB) 


pyrrolyl, 


{CO 


oxadiazolyl, 


(DD) 


thiadiazolyl, 


(EE) 


triazolyl. 


{FF) 


tetrazolyl, 


(GG) 


1, 4-benzodioxan 


(HH) 


purinyl. 


(II) 


oxazclopyridinyl. 


(JJl 


imidazopyridinyl , 


(KK) 


isothiazolyl, 


(LL) 


naphthyridinyl/ 


(MM! 


cinnolinyl, 


(NN] 


carbazolyl^ 


(00] 


P-carbolinyl, 


(PPl 


isochromanyl. 


(QQ] 


chromanyl. 
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(RR) furazanyl^ 

(SS) tetrahydroisoquinoline, 

(TT) isoindolinyl, 

(UU) isobenzotetrahydrof uranyl, 

{ W) isobenzotetrahydrothienyl ^ 

(WW) isobenzothiophenyl, 

(XX) benzoxazolyl, or 

(YY) pyridopyridinyl, 
where the Ri-heteroaryi group is bonded to -{CH2)o-3" by any ring atom 
of the parent RN-heteroaryi group substituted by hydrogen such that 
the new bond to the Ri-heteroaryi group replaces the hydrogen atom 
and its bond, where heteroaryl is unsubstituted or substituted 
with one or two; 

(!) C1-C3 aikyl, 
(2) 

(3) -F, CI, -Br, or -I, 

(4) C1-C3 alkoxy, 

(5) -0-CF3, 

(6) -NH2, 

(7) -OH, or 

(8) -C^N, 

with the proviso that when ni is zero Ri-heteroaryi is not bonded to 
the carbon chain by nitrogen, or 

(VII) - (CH2) ni- {Ri"heterocycie) whexe ni is as defined above 

and 

"heterocycle J-^ . 

(A) morpholinyl, 

(B) thiomorpholinyl , 

(C) thiomorpholinyl S-oxide, 

(D) thiomorpholinyl S,S-dioxide, 

(E) piperazinyl, 
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{ F) homopiperazinyl, 

(G) pyrrolidinyl, 

(H) pyrrolinyl, 

( I ) tetrahydropyranyl , 
(J) piperidinyl, 

(K) tetrahydrof uranyl, or 

(L) tetrahydrothiophenyl, 
where the Ri-heterocycie group is bonded by any atom of the parent 
Ri-heterocycie group Substituted by hydrogen such that the new bond 
to the Ri-heteroaryi group replaces the hydrogen atom and its bond, 
where heterocycle is unsubstituted or substituted with one or 
two: 

(1) =0, 

(2) C1-C3 alkyl, 

(3) -CF3, 

(4) -F, CI, -Br and -I, 

(5) Ci-Ca alkoxy, 

(6) -O-CF3, 

(7) -NH2, 

(8) -OH, or 

(9) -C^N, 

with the proviso that when ni is zero Ri-hcterocycie is not bonded to 
the carbon chain by nitrogen; 
where R2 is: 

(I) -H, 

(II) Ci-Ce alkyl, or 

(III) - (CH2) 0-4-R2-1 where R2-1 is (C3-C6) cycloalkyl, Ri- 

aryx Or Ri-heteroaryl Where Ri-aryl and Rl-heteroaryL are aS 

defined above, 
where Rn is: 

(I) Rn-1-Xn- where Xn is: 
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(A) -CO-, 
(B) 

(C) -{CR'R")i-6 where R' and R" are the same or 
different and are -H or Cx-C^ alkyl, 

(D) -CO- (CR' R'^) i-6-Xt,_i where Xn-i is -0-, -S- and - 
NR'R"- and where R' and R" are as defined 
above, 

(E) a single bond; 
where Rn-i is: 

(A) Rw-aryi where RN-aryi is phenyl, 1-naphthyl and 
2-naphthyl unsubstituted or substituted with 
one, two, three or four of the following 
substituents which can be the same or different 
and are: 

(1) Ci-Ce alkyl, 

(2) -F, -01, -Br, or -I, 

(3) -OH, 

(4) "NO2, 

(5) -CO-OH, 
(5) -C^N, 

(7) -CO-NRn-2Rn-3 where Rn-2 and Rn-3 are the 
same or different and are: 

(a) -H, 

(b) -Ci-Ce alkyl unsubstituted or 
substituted with one 

(i) -OH, or 

(ii) -NH2, 

(c) -Ci-Ce alkyl unsubstituted or 
substituted with one to three -F, - 
CI, -Br, or -I, 

(d) -C3-C7 cycloalkyl, 
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double bonds, 
triple bonds. 



above, or 
defined above. 



defined above, 
defined above. 



(e) - (C1-C2 alkyl) - (C3-C7 cycloalkyl) , 

(f) -(Ci-Ce alkyl)-0-(Ci-C3 alkyl) , 

(g) -Ci-Ce aikenyl with one or two 

(h) -Ci-Cg alkynyl with one or two 

(i) -Ci-Cg alkyl chain with one double 
bond and one triple bond^ 

(j) "f^i-atyi where Ri-aryi is as defined 

(k) -Ri-heteroatyl where Rl-heteroaryl iS aS 

(8) -do-(C3-Ci2 alkyl) , 

(9) -CO-(C3-C6 cycloalkyl), 

(10) -CO-Ri-heteroaryl where Ri-heteroaryl iS aS 

(11) -CO-Ri-heterocycle where Rl-heterocycle iS aS 

(12) -CO-Rn-4 where Rn-4 is morpholinyl, 
thiomorpholinyl, piperazinyl, piperidinyl 
or pyrrolidinyl where each group is 
unsubstituted or substituted with one or 
two Ci"C3 alkyl, 

(13) -CO-O^Rn-5 where Rn^s is: 

(a) Ci-Ce alkyl, or 

(b) - {CH2)o-2^ (Ri-aryi) where Ri -aryl «b 
defined above, 

(14) -SO2-NRN-2RN-3 where Rn-2 and Rn-3 are as 
defined above ^ 

(15) -SO-(Ci-Ce alkyl), 

(16) -S02.{C3-Ci2 alkyl) , 
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(17) -NH-CO-O-Rn-5 where £1^-5 is as defined 

above, 

(18) -NH-C0-N(Ci-C3 alkyl)2. 

(19) -N-CS-N(Ci-C3 allcyl)2, 

(20) -N(Ci-C3 alkyl) -CO-Rn-5 where Rn-5 is as 
defined above^ 

(21) -NRn-2Rn-3 where Rn-z and Rn-3 can be the 
same or different and are as defined 
above,. 

(22) -Rn-4 where Rn-4 is as defined above, 

(23) -0-C0-(Ci-C6 alkyl), 

(24) -0-CO-N(Ci-C3 alkyl) 2, 

(25) -0-CS-N(Ci-C3 alkyl) 2, 

(26) -0- (Ci-Ce alkyl) , 

(27) -0-(C2-C5 alkyl) -COOH, 

(28) -S- (Ci-Ce alkyl) , 

(29) Ci-Cg alkyl unsubstituted or substituted 
with 1, 2, 3, or 5 -F, 

(30) -0- (Ci-Ce alkyl unsubstituted or 
substituted with 1, 2, 3, 4, or 5 -F, or 

(31) -0-cl), 

(B) -RN-heteroaryl where RN-heteroaryl is: 

(A) pyridinyl, 

(B) pyrimidinyl, 

(C) quinolinyl, 

(D) indenyl, 

(E) indanyl, 

( F) benzothiophenyl , 

(G) indolyl, 

(H) indolinyl, 

(I) pyridazinyl^ 
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(J) pyrazinyl, 
(K) isoindolyl, 
(L) isoquinolyl,. 
(M) quinazolinyl, 
(N) quinoxaiinyl, 
(O) phthalazinyl, 
(P) imidazolyl, 
(Q) isoxazolyl, 
(R) pyrazolyl, 
(S) oxazolyl, 
(T) thiazolyl/ 
(U) indolizinyl, 
(V) indazolyl, 
(W) benzothiazolyl, 
(X) benzimidazolyl, 
(Y) benzof uranyl, 
(Z) furanyl, 
(AA) thienyl, 
(BB) pyrrolyi, 
(CC) oxadiazolyl, 
(DD) thiadiazolyl/ 
(EE) triazolyl, 
(FF) tetrazolyl, 
(GG) 1, 4-benzodioxan 
(HH) purinyl, 
(II) oxazolopyridinyl, 
( J J) imida zopyridinyl , 
(KK) isothiazolyl, 
( LL) naphthyridiny 1 , 
(MM) cinnolinyl, 
(NN) carbazolyl, 
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(00) p-carbolinyl , 

( PP ) i sochromanyl , 

(QQ) chromanyl, 

(RR) furazanyl, 

(SS) tetrahydroisoquinoline, 

( TT ) i soi ndol i ny 1 , 

(UU) isobenzotetrahydrofuranyl, 

{ W) isobenzotetrahydrothienyl , 

(WW) isobenzothiophenyl^ 

(XX) benzoxazolyl, or 

(YY) pyridopyridinyl, 
where the RN-heteroaryi group is bonded by any atom of the parent Rn- 
heteroaryi qroup Substituted by hydrogen such that the new bond to 
the RN-heteroaryi qroup replaces the hydrogen atom and its bond, 
where heteroaryl is unsubstituted or substituted with one or 
two: 

(1) Ci-Ce alkyl, 

(2) -F, -CI, -Br, or - I, 

(3) -OH, 
{4} -NO2, 

(5) -CO-OH, 

(6) -C=N, 

(7) -CO-NRig_2RN-3 where Rn-2 and Rn-3 are 
the same or different and are: 

(a) -H, 

(b) -Ci^Ce alkyl unsubstituted or 
substituted with one 

(i) -OH, or 

(ii) -NH2, 
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(c) -Ci-Cfc alkyl unsubstituted or 
substituted with 1, 2, or 3 -F, 
-CI, -Br, or -I, 

(d) -C3-C7 cycloalkyl, 
(e - (C1-C2 alkyl) - (C3-C7 

cycloalkyl) , 

(f) -(Ci-Ce alkyl) -O- (C1-C3 alkyl), 

(g) -Ci-Cfi alkenyl with one or two 
double bonds, 

(h) -Ci-Ce alkynyl with one or two 
triple bonds, 

(i) -Ci-Ce alkyl chain with one 
double bond and one triple bond, 

(j) -Rl-aryl where Rl-aryl iS 33 

defined above, or 

(k) -Ri-heteroaryl where Rl-heteroaryl iS 

as defined above, 

(8) -CO- (C3-C12 alkyl) , 

(9) -CO-{C3-C6 cycloalkyl), 

(10) -CO-Ri-heteroaryl where Ri-heteroaryl iS 

as defined above, 

(11) -CO-Ri-heterocycle where Ri-heterocycle iS 

as defined above, 

(12) -CO-Rn-4 where Rn-4 is morpholinyl, 
thiomorpholinyl , piperazinyl , 
piperidinyl or pyrrolidinyl where 
each group is unsubstituted or 
substituted with one or two Ca-Cs 
alkyl, 

(13) -CO-O-Rn-5 where Rn-s is: 
(a) Ci*C6 alkyl, or 
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(b) -(CH2)o-2-(Ri-atyi) where Ri^aryi is 
as defined above, 

(14) -SO2-NRN-2RN-3 where Rn-2 and Rn-3 are 
as defined above, 

(15) -S0-(Ci-C8 alkyl), 

(16) -S02-(C3-Ci2 alkyl), 

(17) -NH-CO-O-Rn-5 where Rn-s is as 
defined above, 

(18) -NH-CO-N {Ci-C3 alk:yl)2, 

(19) -N-CS-N(Ci-C3 alkyl)2, 

(20) -N(Ci-C3 alkyl) -CO-Rn-5 where R^-s is 
as defined above, 

(21) -NRn-2Rn-3 where Rn-2 and Rn.3 can be 
the same or different and are as 
defined above, 

(22) -Rn-4 where Rn-4 is as defined 

above, 



(23) 


-0- 


•CO-(Ci- 


-Ce alJcyl), 


(24) 


-0- 


•CO-N (C 


1-C3 alkyl) 2/ 


(25) 


-0- 


■CS-N (C 


1-C3 alkyDa, 


(26) 


-0- 


•(Ci-Cs 


alkyl) , 


(27) 


-0- 


■(C2-C5 


alkyl) -COOH, or 


(28) 


-S- 


-(Ci-Ce 


alkyl) , 



(C) -RN-aryi-RN-aryl where "RN-aryi is as defined above, 

(D) -Rw-aryl-f^N-heteroaryl where -Rw-aryl and -Rn-heteroaryl 

are as defined above, 

(E) -RN'heteroaryl"J^N-aryl where "Rw-aryl and -RN-heteroaryl 

are as defined above, 

(F) --RN-heteroaryl'RN-heteroaryl Where Ru-heteroaryl iS aS 

defined above, 
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(G) -RN-aryx-O-f^N-aryx where "RN-aryx is 33 defined 

above, 

(H) -RN-aryi-S-Rw-aryi Where -Rw-aryx is as defined 

above, 

(I) -RN-heteroaryX-O-RN-heteroaryl where RN-heteroaryX IS aS 

defined above, 

(J) -RN-heteroatyX-S-RN-heteroaryX Where RN-hcteroaryX iS aS 

defined above, 

(K) -RN-aryx-CO-Rw-aryx where -Rw-aryx is as defined 



above. 



(L) -RN-aryX-CO-RN-heteroaryX wher€ "Rw-aryX and Rw-heteroaryX 

are as defined above, 
(M) -RN-aryi-S02-RN-aryx where "RN-aryx is as defined 



above. 



(N) -RN-heteroaryX-CO-RN^heteroaryX where Rw-hetetoaryX iS aS 

defined above, 

(0) -RN-heteroaryX-S02-RN-heteroaryX WherS Rw-heteroaryX iS aS 

defined above, 
(P) -RN-aryx-0- (Ci-Ca aikyl)-<t) where Rw-aryi is as 

defined above, 

(Q) -RN-aryx-S- (Ci-Ca alkyl)-* where Rw^aryx is as 

defined above, 

(R) -RN-heteroaryl-0-{Ci-CB alkyl)-^) Where Rn-heteroaryX 

is as defined above, or 

(S) -Rw-heteroaryX-S- (Ci-Ce alkyl)-<t) Where Rw-heteroaryX 

is as defined above, 

(11) A-Xn- where Xn is -CO-, 

wherein A is 

(A) -T-E-(Q)n,w 

(1) where -T is 
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equal 0, 




where 

(a) X =1 when y = 1 and x 2 when y = 

0, 

(b) m is 0, 1, 2 or 3, 

(c) the values of x and y vary 
independently on each carbon when m 
is 2 and 3, and 

(d) R' * ' varies independently on each 
carbon and is H, (C1-C2) alkyl, 
phenyl, or phenyl (C1-C3) alkyl; 

(2) -E is 

(a) C1-C5 alkyl, but only if m' does not 

(b) methylthioxy (C2-C4) alkyl, 

(c) an aryl group having 5 to 7 atoms 
when monocyclic or having 8 to 12 atoms 
when fused, 

(d) a heterocyclic group having 5 to 7 
atoms when monocyclic or having 8 to 12 
atoms when fused, 

(e) a mono or fused ring cycloalkyl 
group having 5 to 10 carbon atoms, 

(f) biphenyl, 

(g) diphenyl ether, 

(h) diphenyl ketone, 

(i) phenyl (Ci-C8)alkyloxyphenyl, or 
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(j) Ci-Ce alkoxy; 

(3) -Q is 

(a) C1-C3 alkyl, 

(b) Cj-Cs alkoxy, 

(c) C1-C3 alkylthioxy, 

(d) Ci-Ce alkylacylamino, 

(e) Ci-Ce alkylacyloxy, 

(f) amido (including primary, Ci-Ce 
alkyl and phenyl secondary and 
tertiary amino moieties) , 

(g) Ci-Ce aikylamino 

(h) phenylamino, 

(i) carbamyl (including Ci-Ce alkyl and 
phenyl amides and esters), 

(j) carboxyl (including Ci-Ce alkyl and 

phenyl esters) , 
( k) carboxy (C2-C5) alkoxy^ 
(1) carboxy {C2-C5) alkylthioxy, 
(m) heterocyclylacyl/ 
(n) heteroarylacyl, or 
(o) hydroxyl; 

(4) m* is 0, 1, 2 or 3; 

(B) -E(Q)itt. » wherein E and -Q are as defined as 
above and m" is 0, 1, 2, or 3; 

(C) -T-E wherein and -Q are as defined as 
above; or 

(D) -E wherein -E is as defined as above; 



(III) -CO- (Ci-Ce alkyl) where alkyl is unsubstituted or 
substituted with one or two: 
(A) -OH, 
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(B) -Ci-Ce alkoxy, 

(C) -Ci-Cfi thioalkoxy, 

(D) -CO-O-Rw-8 where Rw-s is -H, Ci-Ce alkyl or -<{), 

(E) -CO-NRn-2Rn-3 where Rn-2 and Rn-3 are the same or 
different and are as defined above^ 

(F) -CO-Rn-4 where R{j-4 *i3 as defined above, 

(G) -S02-(Ci-C8 alkyl) , 

(H) -SO2-NRN-2RN-3 where Rn-2 and Rn.3 are the same or 
different and are as defined above^ 

(I) -NH-CO- (Ci-Ce alkyl), 

(J) -NH-CO-O-Rn-8 where Rn-q is as defined above, 
(K) '-NRN-2RN-3 where Rn-2 and Rn-3 are the same or 

different and are as defined above, 
(L) -Rn-4 where is as defined above, 
(M) -0-CO- (Ci-Ce alkyl) , 

(N) -0-CO-NRn_8Rn-8 where the Rn-s is the same or 
different and are as defined above, or 

(0) -0-(Ci-C5 alkyl )-COOH, 

(IV) -CO- (Ca-C3 alkyl) -O- (C1-C3 alkyl) where alkyl is 
unsubstituted or substituted with one or two 

(A) -OH, 

(B) -Ci-Ce alkoxy, 

(C) -Ci-Ce thioalkoxy, 

(D) -CO-O-Rn-8 where Rn-8 is -H, Ci-Ce alkyl or -4), 

(E) -CO-NRn-2Rm-3 where Rn-2 and Rn-3 are the same or 
different and are as defined above, 

(F) -CO-Rn-4 where Rn-4 is as defined above, 

(G) -S02-{Ci-C8 alkyl) , 

(H) -SO2-NRN.2RN-3 where Rn-2 and Rn-3 are the same or 
different and are as defined above, 

(1) -NH-CO- (Ci-Cg alkyl), 
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(J) -NH-CO-O-Rn-8 where R^-q is as defined above, 
(K) -NRn-2Rn-3 where Rtj_2 and Rn-3 are the same or 

different and are as defined above, 
(L) -Rn-4 where Rn-4 is as defined above, 
(M) -0-C0-(Ci-C6 alkyl), 

(N) -0-CO-NRn-8Rn-8 where the Rn-8 are the same or 
different and are as defined above^ or 

(0) -0-(Ci-C5 alkyl)-COOH, 

(V) -C0-(Ci-C3 alkyl)-S-(Ci-C3 alkyl) where alkyl is 
unsubstituted or substituted with one or two 

(A) -OH, 

(B) -Ci-Ce alkoxy, 

(C) -Ci--C6 thioalkoxy, 

(D) -CO-O-Rn-b where Rn-s is -H, Ci-Cg alkyl or -<t), 

(E) -CO-NRn-2Rn-3 where Rn-2 and Rn-b are the same or 
different and are as defined above, 

(F) -CO-Rn-4 where Rn-4 is as defined above, 

(G) -SO2- (Ca-Ce alkyl), 

(H) -S02-NR(,_2Rn-3 where Rn.2 and Rn-3 are the same or 
different and are as defined above, 

(1) -NH-C0-(Ci-C6 alkyl) , 

(J) -NH-CO-O-RN-e where Rn-a is as defined above, 
(K) -NRm-2Rn-3 where Rn-2 and Rn-3 are the same or 

different and are as defined above, 
(L) -Rn-4 where Rn-4 is as defined above, 
(M) -O-CO-ICi-Ce alkyl), 

(N) -0-CO-NRn.8Rn-8 wh ere the Rn-8 are the same or 

different and are as defined above, or 
(p) -0-(Ci-C5 alkyl) -COOH, 
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(VI) -CO-CH(- (CH2)o-2-0-Rn-io) - {CH2) o-2'RN-aryl/RN-heteroaryl) 

where Rn-aryi and RN-heteroaryi are as defined above, 
where Rn-io is* 

(A) -H, 

(B) Ci-Ce alkyl, 

(C) C3-C7 cycloalkyi, 

(D) C2-C6 alkenyl with one double bond, 

(E) C2-C6 alkynyl with one triple bond, 

(F) Ri-aryi whore Ri-aryl Is as defined above, or 

(G) RN-heteroaryx where Rw-heteroaryi is as defined 

above; 

where B is -0-, -NH-, or -N{Ci-C6 alkyl)-; 
where Rc is: 

(I) - (Ci-Cio) alkyl-Ki-3 in which: 

(A) the alkyl chain is unsubstituted or 
substituted with one -OH, 

(B) the alkyl chain is unsubstituted or 
substituted with one Ci-Ce alkoxy unsubstituted 
or substituted with 1-5 -F, 

(C) the alkyl chain is unsubstituted or 
substituted with one -0*4>, 

(D) the alkyl chain is unsubstituted or 
substituted with 1-5 -F, 

(E) the alkyl chain is unsubstituted or 
substituted with a combination of up to three 
atoms of oxygen and sulfur each such atom 
replacing one carbon, 

(F) each K is: 

(1) H, 

(2) Ci-C3 alkyl, 

(3) C1-C3 alkoxy, 
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(4) C1-C3 alkylthioxy, 

(5) Ci-Ce alkylacylamino, 

(6) Ci-Ce alkylacyloxy, 

(7) amido 

(8) Ci-Ce alkylamino 

(9) phenylamino, 

(10) carbamyl 

(11) carboxyl 

(12) carboxy (C2-C5) alkoxy, 

(13) carboxy (Ca-CS) alkylthioxy, 

(14 ) heterocyclylacyl, 

(15) heteroarylacyl , 

(16) amino unsubstituted or substituted 
with Ci-Ce alkyi, 

(17) hydroxyl, or 

(18) carboxyl methyl ester; 

(II) -(CH2)o^3-J-[ (-{CH2)o-3-K]i-3 where K is as defined 
above and J is: 

(A) a 5 to 7 atom monocyclic aryl group, 

(B) a 8 to 12 atom multicyclic aryl group, 

(C) a 5 to 7 atom heterocyclic group, 

(D) a 8 to 12 atom multicyclic heterocyclic 

group, or 

(E) a 5 to 10 atom monocyclic or multicyclic 
cycloalkyl group; 

(III) - (CH2)o-3- (C3-C7) cycloalkyl where cycloalkyl can 
be unsubstituted or substituted with one, two or 
three 

(A) C1-C3 alkyl unsubstituted or substituted with 
1, 2, 3, or 4 -F, 
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-CI, -Br^ or -I, 

(B) -CO-OH, 

(C) -C0-0-(Ci-C4 alkyl), 

(D) -OH, or 

(E) Ci-Ce alkoxy, 

(IV) -(CH2)2-6-OH, 

(V) - (CRc-xRc-y) o-4*Rc-axyi where Rc-x and Rc-y are -H, C1-C4 
alkyl and (|)- and Rc-aryi is the same as R»-aryi/ 

(VI) - {CH2) 0-4-Rc-heteroaryl where Rc-heteroaryl iS : 



(A) 


pyridinyl, 


(B) 


pyrimidinyl. 


(C) 


quinolinyl , 


(D) 


indenyl, 


(E) 


indanyl, 


(F) 


benzothiophenyl. 


(G) 


indolyl. 


(H) 


indolinyl. 


(I) 


pyridazinyl^ 


(J) 


pyrazinyl. 


<K) 


isoindolyl. 


(L) 


isoquinoiyl. 


(M) 


quinazolinyi, 


(N) 


quinoxalinyl. 


(0) 


phthalazinyi. 


(P) 


isoxazolyl. 


(Q) 


pyrazolyl. 


(R) 


indolizinyl. 


(S) 


indazolyl. 


(T) 


benzothiazolyl/ 


(U) 


benzimidazolyl, 


(V) 


benzofuranyl/ 
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(W) 


f uranyl, 


(X) 


thienyl, 


(Y) 


pyrrolyl, 


(Z) 


oxadiazolyl. 


(AA) 


thiadiazoiyi, 


(BB) 


triazolyl ^ 


{CO 


tetrazolyl. 


(DD) 


1, 4-benzodioxan 


(EE) 


purinyl. 


(FF) 


oxazolopyridinyl. 


(GG) 


imidazopyridinyl. 


(HH) 


isothiazolyl. 


{ID 


naphthyridinyl, 


( JJ) 


cinnolinyl, 


(KK) 


carfoazolyl. 


(LL) 


p-carboiinyi. 


(MM) 


isochromanyl. 


(NN) 


chromanyl, 


(00) 


f urazanyl. 


(PP) 


tetrahydroisoquinoline. 


(QQ) 


isoindolinyl. 


(RR) 


isobenzotetrahydrof uranyl, 


(SS) 


isobenzotetrahydrothienyl, 


(TT) 


isobenzothiophenyl. 


(UU) 


benzoxazolyl, or 


(VV] 


pyridopyridinyl. 


(VII ) - 


(CH2) 0-4"Rc-heterocycle where Rc-h( 



as Ri -heterocycler 

(VIII) -C{Rc-i) (Rc-a) -CO-NH-Rc-3 where Rc-i and Rc-2 are 
the same or different and are: 
(A) -H, 
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(B) -Cx-Ce alkyl, 

(C) -(C1-C4 alkyl) -Rc'-aryi where Rc-aryi is as 
defined above for 

(D) -(C1-C4 alkyl)-Rc-heteroaryX Where Rc-hetftroaryi iS a 

defined above, 

(E) -(C1-C4 alkyl) -Rc-heterocycle Where Rc-heterocycle is 

as defined above, 

where Rc-heteroaryi is as defined 



above/ 
above, 



(G) -Rc-heterocycle where Rc-heterocycle iS aS defined 



S-, -NH- or 



(H) -(CH2)i-4-OH, 

(I) -{CH2)i-4-Rc-4-(CH2)i-4-Rc'-aryi where Rc-4 is 

-NHRc-5- where Rc-5 is Ci-Ce alkyl, and where 
Rc'-aryi is as defined above, 
(J) - (CH2) i-4-Rc'4"" (CH2) i-4-Rc-heteroaryi where Rc-4 and 

Rc-heteroaryi ^^e as defined above, or 
(K) -Rc'-aryi where Rc-aryi is as defined above/ 
and where Rc-3 is: 

(A) -H, 

(B) -Ci-Ce alkyl, 

(C) -Rc'-aryi where Rc-aryi Is as defined above, 

(D) -Rc-heteroaryi where Rc-heteroaryl is as defined 

above, 

(E) -Rc-heterocycle Where Rc-heterocycle iS aS defined 

above, 

(F) -(Ct-C4 alkyl) -Re -aryl where Rc-aryi is as 

defined above, 
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(G) - (C1-C4 alkyl) -Rc-heteroaryl where Rc-heceroaryl is aS 

defined above, or 

(H) - {C1-C4 alkyl ) -Rc-heterocycle where Rc-heterocycle 

as defined above, 

(IX) -CH(4))2, 

(X) -cyclopentyl or -cyclohexyl ring fused to a phenyl 
or heteroaryl ring where heteroaryl is as defined 
above and phenyl and heteroaryl are unsubstituted 
or substituted with one, two or three: 

(A) C1-C3 alkyl, 
(B) 

(C) -F, CI, -Br and -I, 

(D) C1-C3 aikoxy, 

(E) -OCF3, 

(F) -NH2, 

(G) -OH, or 

(H) -C=N, 

(XI) -CH2-C=CH; 

(XII) '(CH2)o-i-CHRc-5-{CH2)o-i-4> where Rc-5 is: 

(A) -OH, or 

(B) -CH2-0H; 

(XIII) -CH(-4>)-CO-0(Ci-C3 alkyl); 

(XIV) -CH (-CH2-OH) -CH (-0H) -4>-N02; 

(XV) -'(CH2)2-0-(CH2)2-OH; 

( XVI ) -CH2-NH-CH2-CH ( -0-CH2-CH3 ) 2 ; 

(XVII) -(C2-C8) alkynyl; or 

(XVIII) -H; or a pharmaceutically acceptable salt 
thereof . 
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^ 

J-^irT (New) The method of claim Jw; wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about O.lnM to about 200^M. 

(New) The method of claim JjO^ wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about lOnM to about lOOjiM* 

(New) The method of claim jjMr; wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about lOOnM to about 50|iM- 

ltr&^, (New) The method of claim IJ^, wherein said compound 
inhibits 50% of the enzyme's activity at a concentration of from 
about Ijj-M to about lOj^M. 

(New) The method of claim JJ&6T^ wherein said 
therapeutic amount is in the range of from about 0,1 to about 
1000 mg/day. 

foi ?r 

JJ^. (New) The method of claim JjO€7 wherein said 
therapeutic amount is in the range of from about 15 to about 
1500 mg/day. 

>0T. (New) The method of claim JjO^ wherein said 
therapeutic amount is in the range of from about 1 to about 100 
mg/day. 

i^O^ (New) The method of claim >0^, wherein said 
therapeutic amount is in the range of from about 5 to about 50 
mg/day . 
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9*" 



(New) The method according to claim ^JdfTf wherein the 
compound is 

N-[(1S, 2S, 4JR)-1- (3, 5-Difluorobenzyl) -4- {syn, syn)-(3,5 
dimethoxycyclohexylcarbamoyl) -2-hydroxyhexyl] -N^N- 
dipropylisopha thai amide, 

6- [6- (3, 5-Dif iuorophenyl) -5- (S) - (3- 
dipropylcarbamoylbenzoylamino) -2- (R) -ethyl-4- (S) - 
hydroxyhexanoylamino] -hexanoic acid, 

5- [6- (3,5-Difluorophenyl) -5-{S) - (3- 
dipropylcarbamoylbenzoylamino) -2- [R] -ethyi-4- (S) - 
hydroxyhexanoylamino] -pentanoic acid, 

4- [ 6- ( 3 , 5-Di f luorophenyl ) -5- ( S) - { 3- 
dipropylcarbamoylbenzoylamino) -2- (i?) -ethyl-4- (S) - 
hydroxyhexanoylamino] -butyric acid, 

3- [6- (3, 5-Dif luorophenyl) -5- {5)- (3- 
dipropylcarbamoylbenzoylamino) -2- {R) -ethyl-4- (S) - 
hydroxyhexanoylamino] -propionic acid, 

8- [6- (3,5-Dif luorophenyl)-5- (S)- {3- 
dipropylcarbamoylbenzoylamino) -2- {R) -ethyl-4- ( S) - 
hydroxyhexanoylamino] -octahoic acid, 

8- [6- (3, 5-Dif luoro-phenyl) -5- (S) - (3-dipropylcarbamoyl" 
benzoylamino) -2- [R) -ethyl-4- (S) -hydroxy-hexanoylamino] -octanoic 
acid methyl ester, 

N-l^'iR) -Butylcarbamoyl-1- (S) - (3, 5-dif luoro-benzyl) -2- (S) - 
hydroxy-hexyl] -N^-N-dipropyl-isophthalamide, 
N- [1- (5) - (3, 5-Dif luoro-benzyl) -2- (5) -hydroxy-4- (R) - 
isobutylcarbamoyl-hexyl] -N,i\/-dipropyl-isophthalamide, 

N'[4-{R) -Benzylcarbamoyl-1- (S) - {3, 5-dif luoro-benzyl) -2- (S) - 
hydroxy-hexyl] -N^N-dipropyl-i soph thai amide, 

A/- [4- (i?) - (Cyclohexylmethyl-carbamoyl) -1- (S) - {3, 5-dif luoro- 
benzyl) -2- (S) -hydroxy-hexyl] -i\/,W-dipropyl-isophthalamide, 
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N- [1- {S) ' (3, 5-Dif luoro-benzyl) -2- (S) -hydroxy-4- {R) - {piperidine- 
1-carbonyl) -hexyl] -i\r,i\r-dipropyl-isophthalamide, 

N- [1- (S) - (3, 5-Difluoro-benzyl) -4- (J^) - {2-diinethylamino- 
ethylcarbamoyl) -2- (S) -hydroxy-hexyl] -i\r/i\r-dipropyl- 
isophthaiamide, 

N-[4- {R} ' (Butyl-methyl-carbamoyl) -1- (S) - (3 , 5-dif luoro- 
benzyl ) -2- { S) -hydroxy-hexyl] -W^ W-dipropyl-isophthalamide, 

JV- [1- iS) - (3, 5-Difluoro-benzyl) -2- (S) -hydroxy-4- {R) - {3- 
hydroxy-propylcarbamoyl ) -hexyl] -W/i7-dipropyl-isophthalamide, 

4- ( [ 6- (3, 5-Dif luoro-phenyl) -5- (S) - {3-dipropylcarbamoyr- 
benzoylamino) -2- {R) -ethyl-4- (S) -hydroxy-hexanoylamino] -methyl) - 
cyclohexanecarboxylic acid methyl ester, 

iV- [1- (5) - (3, 5-Difluoro-benzyl) -4- (R) - ( 3-dimethylamino- 
propylcarbamoyl) -2- (S) -hydroxy-hexyl] -A/,i\/-dipropyl- 
is opht ha 1 amide/ 

4'(anti)' ( (6- (3, 5-Dif luoro-phenyl) -5- (S) - (3- 
dipropylcarbamoyl-benzoylamino) -2- {R) -ethyl-4- (5) -hydroxy- 
hexanoylamino] -methyl) -cyclohexanecarboxylic acid, 

4- (anti) - ( [6- (3, 5-Difluoro-phenyl) -5- (5) - (3- 
dipropylcarbamoyl-benzoylamino) -4- (S) -hydroxy-2- (i?) -methyl- 
hexanoylamino] -methyl) -cyclohexanecarboxylic acid, 

4- [anti) - ( [6- (3, 5-Dif luoro-phenyl) -5- (S) - (3- 
dipropylcarbamoyl-benzoylamino) -4- (S) -hydroxy-2- (R) -propyl- 
hexanoylamino] -methyl) -cyclohexanecarboxylic acid, 

4- (anti) - ( [6- (3, 5-Dif luoro-phenyl) -5- (S) - (3- 
dipropylcarbamoyl-benzoylamino) -4- [S) -hydroxyl-2- (R) -isobutyl- 
hexanoyiamino] -methyl) -cyclohexanecarboxylic acid, 

4- (antl) - ( [6- {3, 5-Difluoro-phenyl) -5- ( 5) - (3- 
dipropylcarbamoyl-benzoylamino) -4- (S) -hydroxy-hexanoylamino] - 
methyl) -cyclohexanecarboxylic acid, 
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4- (a/iti) - { [2- {R) -Benzyi-6- (3, 5-dif luoro-phenyl) -5- (S) - (3- 
dipropylcarbamoyl-benzoylamino) -4- (S) -hydroxy-hexanoylamino] - 
methyl ) -cyclohexanecarboxylic acid, 

4'{anti) - ( (6- (3, 5-Dif luoro-phenyl ) -5- (S) - (3- 
dipropylcarbamoyl-5-methyl-benzoylamino) -2- (R) -ethyl-4- (S) - 
hydroxy- he xanoyl amino] -methyl ) -cyclohexanecarboxylic acid, 

4- {anti) - ( {6- {3, 5-Dif luoro-phenyl) -5- (S) - (3- 
dipropylcarbamoyl-S-methyl-benzoylamino) -2- (R) -ethyl-4- (S) - 
hydroxy-hexanoylamino] -methyl) -cyclohexanecarboxylic acid methyl 
ester, 

N-[l' [S)' (3, 5-Difluoro-benzyl) -2- (S) -hydroxy-4- (R) - (2- 
morpholin-4-yl-ethyicarbamoyl ) -pentyl] -5-methyl-i\/, A/-dipropyl- 
i sophtha lamide , 

[1- (S) - {3, S-Difluoro-benzyl) -2- (5) -hydroxy-4- (f?) - 
isobutylcarbamoyl -pentyl] -5-methyl-N,N-dipropyl-isophthalainide, 

N- [4- {R) - (2-Diethylamino-ethylcarbamoyl ) -1- (S) - {3, 5- 
dif luoro-benzyl) - 2- (5) -hydroxy-pentyl] -5-methyl-A/,A^-dipropyl- 
i sophtha 1 amide , 

N- [1- (S) - (3, 5-Dif luoro-benzyl) -2- (5) -hydroxy*4- [R] - 
[ ( tetrahydro-f uran-2-ylmethyl) -carbamoyl) -pentyl) -5-methyl-iV,A^- 
dipropyl-i sophtha lamide, 

N' [4- {R) - (Adamantan-2-ylcarbamoyl) -1- (S) - (3, 5-dif luoro- 
benzyl ) -2- ( S) -hydroxy-pentyl ] -5-methyl-i\r,N-dipropyl- 
i soph thai amide, 

W- [1- (S> - {3, 5-Difluoro-benzyl) -2- (S) -hydroxy-4- {R) -methyl- 
5-morpholin-4-yl-5-oxo-pentyl] - S-methyl-N^.W-dipropyl- 
isophthalamide, 

N' [4- {R) -Benzyicarbamoyi-1- (S) - (3, 5-dif luoro-benzyl) -2- (S) - 
hydroxy-pentyl ] -5-methyl-W^A7-dipropyl-isophthalamide, 
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N-[1'{S) - {3, 5-Difluoro-benzyl) -4- {R) - (4-fluoro- 
benzylca rbamoyl ) -2- ( S) -hydroxy-pentyl ) -5-methyl-A7, W-dipropyl- 
i s opht ha 1 amide, 

N- [1- (S) - (3, 5-Difluoro-benzyl) -2- (S) -hydroxy-4- [R) - 
phenethylcarbamoyl-pentyi] -S-methyl-W, W-dipropyl-isophthalamide 

N-[l' (S)- [3, 5-Difluoro-benzyl) -4- {R) - [ { furan-2-ylinethyi ) - 
carbamoyl] -2- (S) -hydroxy-pentyl) -5-methyl-N, W-dipropyl- 
isophthalamide, or 

AT- [1- (S) - (3, 5-Difluoro-benzyl) -2- (5) -hydroxy-4- [R) - {prop-2 
ynylcarbamoyl) -pentyl] -5-methy-N^ W-dipropyl-isophthaiamide , 
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